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ThemmorsuppressorproteinTbl)fimctionsasatransuip伽nal
c0祀琶ulator
mdashiYamamoto,mlmhisaNalmmura,nruSuzulKi,YutalmYoshida
DivisionofOncology,ThelnstimteofMedicalScience,UniversityofTbbro,Tbbro,108-
8639,Japan
Accumulatingevidenceshowsthatgenesinvolvedinnegativecontrolofcellgrowthcould
fimctionasmmorsuppressors.rO6,togetherwithro62,"",Pc36,6",and6g2,belongstoa
伽nilyofantiproliferativegeneS.AnexogenousexpressionofTbbsuppressesgrowthof
MH3T3cellsbyinhibitingGIprogressionofthecellcycle.Inaddition,micelackingthe"6
genearehighlypronetospontaneousfbnnatiOnofmmorsinvarioustissues,supportingan
ideathatrObfimctionsasammorsuppressoIzHowever;underlyingmechanismsofthegrowtll
inhibitionbyrobhaveremainedtobeestablished.TbhelpunravelhowTobexertsits
antiproliferativefimction,weexaminedtranscriptsthatwereaffectedbyexogenousTbb
expression(gainoffimction)andbydepletionofTbbexpression(lossoffimction).DNA
microanayanalysesofabout500canceFrelatedgenesdemonstratedthatTbbafFHected
expressionofseveralgenes,includingthep2Iwq/7/b"geneandcyclinDlgene.Wefillther
showedthatoverexpressedTbbactivatedthep2IwE/Y/b"promoterandsuppressedthe
G)ﾉc""DIpromoterviaitsinteractionwithhistoneacetylase(p300/CBP)andhistone
deacetylase,respectively.Furthemlore,proteomicanalysisrevealedthatTbbisacomponent
oftlleCCR4~NOTtranscriptioncomplex,againsuggestingthatTbbfilnctionsasa
transcriptionalregulatol:Recently,wefbundsthatoneoftheCCR4-NOTcomplex,Cafl,
bindstheAF-ldomainofRXRband,togetllerwithTob,facilitatesRXRb-mediated
transcription.BiologicalimpoltanceofTob-Cafllinteractionwillbediscussed.
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